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COMPOSITIONS AND METHODS FOR 
TREATING SEVERE ACNE WITH ISOTRETINOIN 

BACKGROUND OF THE INVENTION 

This invention relates to the treatment of acne and 
more particularly relates to improved compositions and 
methods for treating severe cystic acne with iso 
tretinoin or a related retinoid wherein taurine is co 
administered with the retinoid to reduce the side effects 
thereof. 

Isotretinoin (13-cis-retinoic acid) is sold by Roche 
Laboratories under the trademark ACCUTANE ®. 
The compound, which is related to both retinoic acid 
and retinol (Vitamin A), is considered to be a signi?cant 
advance in the treatment of patients suffering from 
severe cystic acne. Isotretinoin and related retinoids or 
retinoic acid derivatives inhibit sebaceous gland func 
tion and keratinization and are considered to combat 
virtually all mechanisms that create acne. 

Unfortunately, in view of the signi?cant adverse side 
effects associated with its use, isotretinoin therapy is 
reserved for patients with severe cystic acne who are 
unresponsive to conventional therapy, including sys 
temic antibiotics. Of particular concern is the teratoge 
nicity of the drug which is considered to produce such 
common patterns of malformations in infants as to be 
referred to as the Accutane Syndrome. In view of the 
teratogenicity of the retinoids, including isotretinoin, 
patients who are pregnant or are not using an effective 
contraceptive, should not be treated with this class of 
acne agents. A substantial problem exists when dealing 
with teen-age girls or single women who may deny they 
are sexually active, as physicians are reluctant to disbe 
lieve their patients. 

In view of the value of isotretinoin therapy, there 
exists a substantial need for compositions and methods 
that reduce the side effects of this retinoid without de 
creasing its effectiveness in the treatment of severe 
cystic acne. Reduction of side effects might also enable 
the agent to be more widely used. The present invention 
ful?lls that need. 

SUMMARY OF THE INVENTION 

In the practice of the present invention, a therapeuti 
cally effective amount of isotretinoin, or another reti 
noic acid derivative which is effective in the treatment 
of cystic acne, is administered in conjunction with a 
protective amount of taurine which provides protection 
against the side effects of the retinoic acid derivatives. It 
is preferred to co-administer the retinoid and taurine in 
a unitary dosage form, i.e., a capsule or tablet contain 
ing both agents. 
The term “protective amount”, as used herein, refers 

to the effective dosage of taurine which affords substan 
tial reduction of the side effects of isotretinoin or other 
retinoid being administered to a patient suffering from 
severe cystic acne. Generally speaking, oral dosages of 
from 1 to 100 mg/kg daily are considered to be a pro 
tective dose. 
A therapeutically effective dosage of isotretinoin is 

from 1 to 2 mg/kg of body weight daily, preferably 
administered orally in two divided doses. 

Taurine (Z-aminoethanesulfonic acid) is present in 
bile combined with cholic acid and also occurs in the 
lungs and flesh extract of oxen, in mussels, oysters, and 
shark blood. The material may be isolated from ox bile 
by the method of Hammarsten, Z Physio]. Chem. 32, 456 
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(1901) or from the large muscle of abalone as reported 
by Schmidt et al., J. Biol. Chem. 33, 499 (1918). Taurine 
may also be prepared by the method described by Mar 
vel et al., Org. Syn. l0, 98(1930) or Schick et al., Ind. 
Eng. Chem. 39, 906 (1940). 

DETAILED DESCRIPTION OF PREFERRED 
EMBODIMENTS 

In the practice of the present invention, a therapeuti 
cally effective dose of isotretinoin, or another therapeu 
tically effective retinoid which exhibits similar side 
effects, is coadministerecl to a patient in need of such 
treatment with a protective amount of taurine. 

Isotretinoin is generally administered to patients suf 
fering from severe cystic acne in oral dosages of from 1 
to 2 mg/kg of body weight daily, in two divided daily 
dosages, for fifteen to twenty weeks. Taurine is co 
administered in oral dosages of from 1 to 100 mg/kg 
daily, preferably in two divided dosages taken with the 
retinoic acid derivative. 
While taurine can be separately administered, it is 

preferred to administer both the retinoic acid derivative 
and the protective agent in a unitary dosage form to 
insure that the protection of human cells against damage 
from the retinoid is obtained. This is particularly critical 
when the drug is administered to women of child-bear 
ing years to provide protection against birth defects in 
the event pregnancy occurs during isotretinoin therapy. 

In cases where the acne patient is a woman of child 
bearing years, it may be desirable to initiate taurine 
therapy for six to eight weeks prior to the co-adminis 
tration of taurine and a retinoic acid derivative such as 
isotretinoin and to continue taurine administration for a 
period of four to eight weeks after stopping isotretinoin 
administration. 

Generally speaking the preferred compositions of the 
present invention comprise capsules or tablets contain 
ing from 10 to 40 mg of isotretinoin and from 10 to 4000 
mg of taurine per unit dosage. The oral dosage forms 
may additionally comprise pharmaceutically acceptable 
diluents, binders, disintegrants, ?avoring agents, lubri 
cants, and other suitable excipients which are standard 
in the art. 

In the case of compressed tablets, suitable diluents 
include dicalcium phosphate, calcium sulfate, lactose, 
mannitol, starch, sorbitol, sucrose, and the like. Suitable 
binders include, but are not limited to, starches such as 
corn starch, methylcellulose, ethylcellulose, lactose, 
and the like. Suitable lubricants include, but are not 
limited to, talc, magnesium stearate, calcium stearate, 
stearic acid, and hydrogenated vegetable oils. Suitable 
tabletting disintegrants include starches, clays, cellu 
loses and algins or gums, i.e. corn starch, potato starch, 
methyl cellulose, agar, betonite, carboxymethylcellu 
lose, alginic acid, guar gum and the like. 

Suitable diluents for inclusion in ?lled capsules in 
clude, but are not limited to lactose, mannitol, calcium 
carbonate and magnesium carbonate. 
The invention claimed is: 
1. A pharmaceutical composition for the treatment of 

severe cystic acne comprising a therapeutically effec 
tive amount of isotretinoin and a protective amount of 
taurine. 

2. The pharmaceutical composition of claim 1 
wherein said composition is in oral unit dosage form. 

3. The pharmaceutical composition of claim 1 
wherein said composition comprises from 10 to 40 mg 
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per unit dose of isotretinoin and from 10 to 4000 per unit 
dose of taurine. 

4‘ The pharmaceutical composition of claim 2 
wherein said oral unit dosage form is a ?lled capsule“ 

5‘ The pharmaceutical composition of claim 3 
wherein said oral unit dosage form is a tablet. 

6. The pharmaceutical composition of claim 2 
wherein said oral unit dosage from is a ?lled capsule. 

‘7, The pharmaceutical composition of claim 3 
wherein said oral unit dosage form is a ?lled capsule. 

8“ An improved method of treating severe cystic acne 
comprising co-administering to a patient in need of such 
treatment a therapeutically effective amount of iso 
tretinoin and a protective amount of taurine. 
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9. The method of claim 8 wherein isotretinoin is ad 

ministered is dosages of from 1 to 2 mg/kg of body 
weight daily_ 

10. The method of claim 8 wherein taurine is adminis 
tered in dosages of from 1 to 100 mg/kg of body weight 
daily. 

11. The method of claim 9 wherein taurine is adminis— 
tered in dosages of from 1 to 100 mg/kg of body weight 
daily. 

12. The method of claim 8 wherein taurine is addi 
tionally administered for a period of 4 to 8 weeks after 
isotretinoin therapy has been stopped. 

13. The method of claim 8 wherein taurine is addi 
tionally administered for a period of 4 to 8 weeks prior 
to initiation of isotretinoin administration. 

* * i‘ * * 


